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„ The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 

Period for Reply ' 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. , k , n h 

' Extensions of time may be available under the provisions of 37 CFR 1 . 1 36{a). In no event, however, may a reply be timely filed 

. Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U_s.a § 133). 
. Any repl? Sed by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

I )|EI Responsive to connmunication(s) filed on 26 December 2002 . 
2a)n This action is FINAL. 2b)IEl This action is non-final, 

3) 0 Since this application is in condition for allowance except for formal niatters Prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 21^. 
Disposition of Claims 

4) [3 Claim(s) 1:27 is/are pending in the application. 

4a) Of the above claim(s) 7-1:^,17.18 and 20-27 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) IEI Claim(s) 1-6.14-16 and 19 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

I I )□ The proposed drawing correction filed on is: ^)U approved b)U disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) S Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) K Notice of References Cited (PT0.892) 4) □ Interview Summary (PTO-41 3) ^^per N^s) . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Infomial Patent Application (PTO-1 52) 

3) 13 Information Disclosure Statement(s) (PTO-1449) Paper No(s) 8 . 6) U Other: 
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DETAILED ACTION 

1. Claims 1-27 are pending. 

2. Applicant's election with traverse of Group III, claims 1-6, 14-16 and 19 drawn to a method 
for identifying a compound that modulates angiogenesis in vitro, wherein the compound is a 
small organic molecule filed on 12/26/02, is acknowledged. 

Applicant's traversal is on the grounds that (1) some claims were placed in different Groups, thus 
the rejection is improper and should be withdrawn, (2) Examiner may not reject a particular 
claim on the basis that it represent independent and distinct invention, (3) Examining claims of 
Groups 1-22, 23-25 and 26 together does not place an undue examination burden on the 
Examiner. This is not found persuasive because Examiner has not "rejected" any claim in the 
Office Action mailed on 8/13/02 (paper No. 12). Further, the different methods of identifying 
and modulating angiogenesis differ with respect to ingredients, method steps, and endpoints; 
therefore, each method is patentably distinct and recognized divergent subject matter. Therefore 
those methods are distinct and independent, and searches of all groups would place an undue 
burden upon the examiner due to the distinct and divergent subject matter of each Group, 

The requirement is still deemed proper and is therefore made FINAL. 

3. Claims 7-13, 17-18 and 20-27 are withdrawn from further consideration by the Examiner, 37 
C.F.R. § 1.142(b) as being drawn to nonelected inventions. 

4. Claims 1-6, 14-16 and 19 are under examination as they read on a method for identifying a 
compound that modulates angiogenesis in vitro, wherein the compound is a small organic 
molecule. 

5. The following is a quotation of the second paragraph of 35 U.S.C. 1 12. 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

6. Claims 1-6, 14-16 and 19 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

A) The recitation of "hybridizes under stringent conditions" in claim 1, line 4 is ambiguous. 
Although the specification discloses on page 13 general parameters for calculating such 
conditions, it is unclear which conditions are actually claimed. 
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It is suggested that Applicant amend the claims to recite a particular set of hybridization and 
wash conditions, such as those exemplified on page 13 of the specification, to overcome this 
rejection. 

B) The recitation of "ILKAP polypeptide" in claim 1, line 3 does not correspond to the 
recitation " the polypeptide encoded by a nucleic acid that hybridizes under stringent 
conditions to a nucleic acid encoding a polypeptide comprising an amino acid sequence 
of SEQ ID NO: T\ the translation of the complementary (antisense) sequence of the 
nucleic acid sequence encoding SEQ ID NO: 2 does not encode the ILKAP polypeptide. 

C) Claim 1 is rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete for 
omitting essential steps, such omission amounting to a gap between the steps. See MPEP 
§ 2172.01. The omitted step is: the resolution step, it unclear how to determine the 
inhibition. No proper controls are setup to compare the inhibition of angiogenesis. 



7. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making and using it, 
in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

8. Claims 1-6, 14-16 and 19 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The specification does not reasonably provide enablement for an in vitro method for 
identifying a compound that inhibiting angiogenesis wherein the method comprises the steps of 
(\) contacting the compound with a ILKAP polypeptide, the polyp eptide encoded by a nucleic 
acid that hybridizes under stringent conditions to a nucleic acid encoding a polypeptide 
comprising an amino acid sequence of SEO ID NO: 2: and (ii) determining the functional effect 
of the compound upon the ILKAP polypeptide. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and or 
use the invention commensurate in scope with this claim. 

Factors to be considered in determining whether undue experimentation is required, are 
summarized in Ex parte Forman, 230 USPQ 546(BPAI 1986). They include the nature of the 
invention, the state of the art, the relative skill of those in the art, the amount of direction or 
guidance disclosed in the specification, the presence or absence of working examples, the 
predictability or unpredictability of the art, the breadth of the claims, and the quantity of 
experimentation which would be required in order to practice the invention as claimed. 
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The claims are broadly drawn to identifying a compound that modulate angiogenesis which 
effect the ligand binding to ILKAP polypeptide, the "polypeptide encoded by a nucleic acid that 
hybridizes under stringent conditions to a nucleic acid encoding a polypeptide comprising an 
amino acid sequence of SEQ ID N0:2". 

The specification teaches (page 26, lines 3-31) that the assay for modulators of ILKAP 
protein and angiogenesis require the ILKAP protein of SEQ ID N0:2. 

One cannot extrapolate the teachings of the specification to the scope of the claims because 
the method claims are drawn to the polypeptide that is encoded by a complementary (antisense) 
sequence of a nucleic acid encoding SEQ ID N0:2 which is not the ILKAP polypeptide of SEQ 
ID N0:2. The complementary sequence of the nucleic acid encoding SEQ ID NO: 2 has no open 
reading frame (ORE) for ILKAP polypeptide. The resultant polypeptides do not have the 
biological properties representative of what is being claimed, and applicant has not enabled any 
of these types of polypeptides because it has not been shown that these polypeptides are capable 
of functioning as that which is being disclosed. 



Protein chemistry is probably one of the most unpredictable areas of biotechnology. For 
example, Burgess et al (J Cell Biol. 1 1 1 :2129-2138, 1990) show that a conservative replacement 
of a single "lysine" reside at position 118 of acidic fibroblast growth factor by "glutamic acid" 
led to the substantial loss of heparin binding, receptor binding and biological activity of the 
protein. Similarly, Lazar et al. (Mol Cell Biol. 8:1247-1252, 1988) teach that in transformmg 
growth factor alpha, replacement of aspartic acid at position 47 with alanine or asparagines did 
not affect biological activity while replacement with serine or glutamic acid sharply reduced the 
biological activity of the mitogen. Wen S et al (Proc Natl Acad Sci USA. 98:4622-4627) 
demonstrate that a mutation in PTEN (G129E), a phosphatase with specificity for 3- 
phosphorylated inositol phospholipids, impaired the lipid phosphatase activity and its role m 
angiogenesis. These references demonstrate that event a single amino acid substitution or what 
appears to be an inconsequential chemical modification will often dramatically affect the 
biological activity and characteristic of a protein. 

The fact that two nucleic acid sequences will hybridize under moderate or stringent 
conditions does not in and of itself require that the two sequences share any functional activity. 
Thus the same observations apply to the recitation of "a nucleic acid that hybridizes under 
stringent hybridization conditions" with respect to "a nucleic acid encoding a polypeptide 
comprising an amino acid sequence of SEQ ID N0:2" language. Further, it was well known in 
the art at the time the invention was made that hybridization could occur between two sequence 
based upon short stretches of 100% identity. Thus a great deal of sequence variability with 
respect to the full-length nucleic acid is possible. In the absence of a clear recitation that the 
identity is over the full length of the nucleic acid encoding SEQ ID N0:2 the claim reads on 
subsequences. Thus as for the recitation of hybridization language in the absence of a testable 
function and limitations regarding both the hybridization conditions and the sequence length over 
which the hybridization takes place; does not allow the skilled artisan to make and use the 
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hybridizing nucleic acids commensurate in scope with the instant claims without undue 
experimentation. 

The term "comprising" in claim 1 is open-ended, it expand the polypeptide portions of SEQ ID 
NO: 2 to include additional non disclosed amino acids on the C-termmi or N-Termmi or both. 

Reasonable correlation must exist between the scope of the claims and scope of the enablement 
set forth In view on the quantity of experimentation necessary the limited workmg examples the 
nature of the invention, the state of the prior art, the unpredictability of the art and the breadth of 
the claims, it would take undue trials and errors to practice the claimed mvention. 



9 Claims 1-6 14-16 and 19 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was 
filed, had possession of the claimed invention. 

Applicant is not in possession of any in vitro method for identifying a compound 
that inhibiting angiogenesis wherein the method comprises the steps of (i) contacting the 
compound with a ILKAP polypeptide, the polypeptide encoded by a nucleic acid that 
hybridizes under stringent conditions to a nucleic acid encoding a polypeptide compnsing 
an amino acid sequence of SEQ ID NO: 2; and (ii) determining the functional effect of 
the compound upon the ILKAP polypeptide. 

Applicant has disclosed only amino acid of SEQ ID NO: 2; therefore, the skilled 
artisan camiot envision all the contemplated amino acid sequence possibilities recited in 
the instant claims. Consequently, conception cannot be achieved until a representative 
description of the structural and functional properties of the claimed invention has 
occurred, regardless of the complexity or simplicity of the method. Adequate wntten 
description requires more than a mere statement that it is part of the invention. See Fiers 
V Revel 25 USPQ2d 1601, 1606 (CAFC1993). The Guidehnes for the Examination of 
Patent Application Under the 35 U.S.C.l 12, 1 l"Written Description" Requirement 
make clear that the written description requirement for a claimed genus may be satislied 
through sufficient description of a representative number of species disclosure of 
relevant, identifying characteristics, i.e., structure or other physical and or chemical 
properties by functional characteristics coupled with a known or disclosed correlation 
between function and structure, or by a combination of such identifying characteristics 
sufficient to show the applicant was in possession of the genus (Federal Register, Vol. 66, 
No. 4, pages 1099-11 11, Friday January 5, 20001, see especially page 1106 3 column). 

Vas-Cath Inc. v. Mahurkar, 19 USPQ2d 1111, makes clear that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
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he or she was in possession of the invention. The invention is, for purposes of the written 
description inquiry, whatever is now claimed." (See page 1 1 17.) The specification does 
not "clearly allow persons of ordinary skill in the art to recognize that [he or she] 
invented what is claimed." (See Vas-Cath at page 1 1 16.). Consequently, Applicant was 
not in possession of the instant claimed invention. See University o f California v. EH 
Lillv and Co. 43 USPQ2d 1398. 

Applicant is directed to the Revised Interim Guidelines for the Examination of Patent 
Applications Under the 35 U.S.C. 1 12, ^ 1 "Written Description" Requirement, Federal Register, 
Vol. 66, No. 4, pages 1099-1 1 11, Friday January 5, 2001. 



10. No claim is allowed. 



1 1 . Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad, whose telephone number is (703) 306-3472. The examiner 
can normally be reached Monday to Friday from 8:00 to 4:30. A message may be left on the 
examiner's voice mail service. If attempts to reach the examiner by telephone are unsuccessful, 
the examiner's supervisor, Christina Chan can be reached at (703) 308-3973. Any inquiry of a 
general nature or relating to the status of this application should be directed to the Technology 
Center 1600 receptionist whose telephone number is (703) 308-0196. 

Papers related to this application maybe submitted to Technology Center 1600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center 
located in Crystal Mall 1. The faxing of papers must conform with the notice published in the 
Official Gazette, 1096 OG 30 (November 15, 1989). The CMl Fax Center telephone number is 
(703) 305-3014. 

Maher Haddad, Ph.D. 
Patent Examiner 
Technology Center 1600 
February 24, 2003 

CHRISTINA CHAN 
SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 




